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Clinical tests indicate the 
_. acceptability of new 


Corn Cereal for 
infant feeding 


Under the’supervision of a well-known pedia- 
trician, extensive clinical acceptance tests were 
conducted on our new Corn Cereal for infant 
feeding. The infants ranged in age from one 
month to three years. ~ 


Weight gains of these babies were gratify- 
ing. There was not a single instance of intes- 
tinal disturbance attributable to our new 
Beech-Nut Corn Cereal. And it proved ex- 
ceptiona! in acceptability by these infants. 


The delicious flavor of Beech-Nut Corn 
Cereal is very pleasing to infants. It is excel- 
lent nutritionally, too. Pre-cooked, it is ready 
to serve simply by adding milk or formula. 


BEECH-NUT CEREALS— 
4 DELICIOUS VARIETIES 


All Beech-Nat 
standards of pro- 
duction and adver- 
tising have been 
accepted by the 
Council on Foods 
and Nutrition of 
the American Med- 
ical Association. 


BEECH-NUT FOODS FOR BABIES 
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Each teaspoon of Mulcin supplies: 
Vitamin A.. units 
Vitamin D... .... 1000 units 
Ascorbic Acid 
Thiamine... ... 1 mg. 
Riboflavin........ , 1.2 mg. 


In 4 ounce and economical 16 ounce bottles 


You can never be sure of all the dreams that crowd through busy little minds. 
But one thing is certain, all children—from tiny toddlers to little “grown- 
ups” —think Mulcin tastes swell. They go for Mulcin’s delicious orange 
flavor, and there’s no unpleasant aftertaste to spoil the treat. Mulcin® is 
highly stable. No refrigeration is required and there is no expiration date on 


the label. 
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@ IN INFANTS AND CHILDREN- 


“In my hands the local treatment 

giving most satisfactory results is that 
originated by Proetz  . . displacement 
irrigation of the sinuses... Neo-Synephrine 
in normal saline. . introduced into 

each nostril... These drainage and aeration 
operative procedures do no harm 

whatever to the physiology of the nose 

and will prevent more serious 

and destructive surgery in later life.“ 


— T. S.; Jour. Med. Assn. Georgia, 37:44, / 1948. 


HYDROCHLORIDE 


RRAND OF PHENYLEPHRINE HYDROCHLORIDE 


and VECONGESTION 


Through persistent decongestive action, 
Neo-Synephrine affords gratifying relief in 
colds and rhinitis as well as in sinusitis. 

It promptly checks mucosal engorgement 
and hypersecretion, permitting greater 
breathing comfort that lasts for hours. 


Neo-Synephrine is notable for 
its relative freedom from sting, from 
compensatory congestion, from 
appreciable interference with ciliary action. 
Neo-Synephrine HCI Solution 0.25% 

(plain and aromatic), 30 cc. (1 oz.) ; 
0.5% 30 cc. (1 oz.) ; 
1% 30 cc. (1 oz.) ; 
Also %% low surface tension solution 15 cc. (1% 02.). 
Water soluble jelly 0.5%, tubes of 4% oz. 


Especially Well Suited for Infants and Children 


rk reg. U. S. Pat. Off. 


NEO-SYNEPHRINE 0.25% Spray 
Unbreakable Plastic Squeeze Bottle of 15 cc. 
Delivers Fine Even Spray. 


inc. 


New Yorn 18, N.Y. Winosoa Owr 
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) , VITAMIN SUPPLEMENTS FOR INFANTS 


all 
\ BINS Superior Exceptionally pleasant 


“taste-tested”” blend of flavors carefully protected during manufacture ... no 


unpleasant aftertaste... readily accepted without coaxing. 


Superior stability Outstanding stability 


is achieved by Mead’s specially developed solution. Poly-Vi-Sol and Tri-Vi-Sol 


no expiration dates on labels... they may be 


do not require refrigeration ... 


safely autoclaved with the formula. 


Superior Light, free-flowing ... 


calibrated droppers assure easy, accurate dosage. For 


no mixing necessary... 


infants, drop directly into the mouth. For children, measure into a spoon. 


Superior hy poallorgenieity 


Tri-Vi-Sol® supply crystalline vitamins in a completely hypoallergenic solution. 


Poly-Vi-Sol Tri-Vi-Sol 


Six essential vitamins for drop dosage Vitamins A, D and C for drop dosage 


Each 0.6 cc. supplies: 


Poly-Vi-Sol® and 


Each 0.6 cc. supplies: 


Vitamin A 5000 units Vitamin A 5000 units 
Vitamin D 1000 units Vitamin D 1000 units 
Ascorbic acid 50 mg. Ascorbic acid 50 mg. 
Thiamine 1 mg. 

Riboflavin 0.8 mg. 


Niacinamide 6 mg. 


Available in 15 cc. and 50 cc. dropper bottles 


MEAD JOHNSON & COMPANY e EVANSVILLE, INDIANA, U. S. A. tT MEAD) 
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Mucosa and Vitamin B, 


A gentle laxative modifier of milk. One or 
two tablespoonfuls in day’s formula —or 
in water for breast fed babies — produce 
marked change in stool. Send for samples. 


BORCHERDT MALT EXTRACT CO. 
217 N. Wolcott Ave. Chicago 12, Ill. 


CIVES EXCELLENT RESULTS 


Cuts short the period of illness and relieves the 
distressing spasmodic cough. Also valuable in 
Bronchitis and Bronchial Asthma. 
In four-ounce original bottles. A teaspoonful every 
3 to 4 hours. 

Extensively Used in Pediatric Practice. 


GOLD PHARMACAL CO. NEW YORK CITY 
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in Rheumatic Fever 


C-Reactive-Protein Antiserum — Schieffelin 
A most sensitive test for degree of inflammatory process 


@ Anderson and McCarty state “The available evidence seems to indicate 
that the presence of C-reactive protein is probably the most sensitive test 
for the presence of rheumatic activity that we now possess.””’ It often 
reveals presence of subclinical inflammatory reactions . . . detects relapse 
or recurrence of inflammatory disease ... and aids in gauging adequacy 


of therapeutic regimens.” 


False positive tests do no occur since CRP is not present, even in trace 
amounts, in normal sera’” . . . accurate qualitative readings may be made 
within 30 minutes... preliminary quantitative estimate obtained within 


2 hours. 


Simple, economical, routine laboratory procedure based upon presence of 
specific C-reactive Protein in serum of patients with certain inflammatory 
diseases — characteristic precipitin reaction develops upon addition of 
C.R.P.A. to serum of such patients ... C-reactive Protein is never found 


in normal serum.* 


For detailed instructions on the materials and techniques required for 
the use of C.R.P.A. — Schieffelin, just send us a request and we will 


mail you a descriptive brochure. 
1. Anderson, H. C., and McCarty, M.: Am. J. Med. 8.445 ( April) 
1950 
2. Stollerman, G. H., et al.: Am. J. Med. 15°645 (Nov 
3. Wood, H. F., and McCarty, M.: J. Clin. Investigation 30:616 
June) 1951 


es) Supplied: 1 cc vials (30-40 determinations ) 


19538 


Schiffelin Pharmaceutical and Research Laboratories since 1794 


18 Cooper Square, New York 3, N.Y. 


* Trademark 
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Simplified 
control of 


Childhood 
Asthma 


Nephenalin’ 


PEDIATRIC 


Contains aludrine (isopropy! arterenol ) 
HCl 5 mg. in outer coating. Tablet 
core provides theophylline 100° mg. 
1% gr.), ephedrine sulfate 12 mg. 
gr.), phenobarbital 8 mg. ('@ gr.) 


“Gives effective relief in 
approximately 65° .. .” 
“Is relatively free from un- 
pleasant side effects .” 

. no deleterious effects 
were noted . . 


With just one NePHENALIN PeEpr- 
atric tablet, held under the tongue 
for 5 minutes, then swallowed, 
asthma attacks are relieved 
promptly and effectively. 


Bottles of 20 and 100 square, 
red tablets. 


*Duke University study of 50 children: Dees, 
S.C., et al., Ann. Allergy, 11:297, 1953. 


155 East 447n Streer, New Yorw 17, N.Y. 


Pancreatin 


4U.5S.P. 


NOT enteric coated 


An accepted clinically effec- 
tive* preparation in the treat- 
ment of disorders due to 
pancreatic insufficiency. 


*Shwachman, H., Children’s Hospital, Boston; The Child in Health 
ond Disease, Grulee and Eley, 2nd Edit 

Butler, A., Harvard Medical School, private communication 
Royce, S., Los Angeles Hospital, private communication 

Cloy, W. A., Frank, OD. W., and Logon, V. W., Studies on the Therapy 
of Pancreatic Insufficiency, Gastroenterology, 26: 169, 1954 
Everson, T. C., Grossman, M. 1, and Ivy, A. C.: Bulletin 

of Amer. College of Surgeons, Janvory, 1950 

Gibbs, G. E., Bradley, J. E., and Minor, J. V., Diagnosis 

and Treatment of Cystic Fibrosis of the Poncreos 

JAMA, 145: 1187 (1951). 
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FOR 
OPTIMAL GROWTH 


Essential to the NEW BASIC CONCEPT in infant feeding 


Accumulating clinical studies are convincing evi- 
dence of the infant's need for generous amounts of 
protein for optimal tissue and motor development.'? 


Lactum supplies 16% of its calories as protein, 
providing an ample margin of safety over the Recom- 
mended, Daily Allowance for infants. A typical 24- 
hour Lactum feeding for a 10-pound infant provides 
20 Gm. of protein—25% more than the National 
Research Council's Recommended Daily Allow- 
ance. Babies fed Lactum® consistently show supe- 
rior height-weight ratios (see charts). 

The generous amounts of natural milk protein in 
Lactum also result in an excellent level of satiety. 
Infants tend to have better dispositions and sleep 
better. Night feedings usually can be discontinued 
earlier. 

As an added safety factor, Lactum contains suf- 


ficient added carbohydrate (Dextri-Maltose®) to 
spare protein and permit efficient fat metabolism.'* 


All the natural nutrients of whole milk are retained 
in normal proportions. No natural fat is removed to 
be replaced with cheaper animal or vegetable fats. 
All vitamins and minerals are kept in the original 
amounts. And Lactum formulas provide twice the 
amount of vitamin B, as breast milk. 


Lactum feedings are easy to prepare. One ounce 
of Liquid Lactum to 1 ounce of water, or 1 level 
measure of Powdered Lactum to 2 ounces of water 
make formulas supplying 20 calories per fluid ounce. 


1. Jeans, In A.WLA. Hi of ed. 2, Philad 
Biakiston, 1951, p. 275; 2. Albanese, A. A.: Pediatrics 8: 455, 1951; 3. Holt, 
L. E., Jr., and Mcintosh, R., in Holt's Pediatrics, ed. 12, New York, Appleton- 
Century-Crofts, inc., 1953, pp. 175-178; 4. Frost, L. H., and Jackson, R. L 
4. Pediat. 39: 585, 1951; 5. Jackson, R. L., and Kelly, H. G.: J. Pediat. 27: 
215, 1945. 


the nutritionally sound formula for infants 


MEAD JOHNSON & COMPANY EVANSVILLE, INDIANA. U.S.A. 
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For Prompt and Complete 
Recovery from Diarrhea 


STREPTOMAGMA—the modern antidiarrheal 
agent—provides potent bacteriostatic, adsorp- 
tive, and protective actions; “. . . stops the 
diarrhea sooner, more effectively, and with less 
recurrence.””! Soothes the irritated bowel, pro- 
motes development of well-formed stools. 


STREPTOMAGMA—for common diarrheas and for 
specific therapy in infectious diarrheas due to 
streptomycin-sensitive organisms. 


1. Russ, J. D.: Personal communication 


STREPTOMAGMA’ 


Dihydrostreptomycin Sulfate and Pectin with Kaolin in Alumina Gel 


Dosage: Children, 1-2 teaspoonfuls 3 or 4 times daily 
Adults, 4 teaspoonfuls 3 or 4 times daily 


Supplied: Bottles of 3 fluidounces 


Philadelphia 2, Pa 
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no memory 


With PENTOTHAL Sodium 
administered rectally, your 
pediatric patients have no awareness of the 
operating room, no memory of the experience. 
Instead, they drop off to sleep in the security of their own 
rooms before surgery and awake there afterward. 
Controlled, individual dosages may be given to attain levels 
ranging from preanesthetic sedation to basal anesthesia. Rectal 
PENTOTHAL Offers a wide margin of safety. In many short, minor 
procedures, Rectal PENTOTHAL may serve as the sole agent. 
When general anesthesia is desired, Rectal PENTOTHAL 
reduces the dosage of inhalation agents. Obbott 


Send for literature— 
PENTOTHAL Sodium 


North Chicago, Illinois. (Sterile Thiopental Sodium, Abbott) RECTUM 


409168 


ic 
~ 
: 
OF FEAR 4 
my, 
BY P 
— 


FITS YOUR TREATMENT TO THE CAUSE 


URINE IRRITATION 


Disparne OUNTMENT 


FECAL IRRITATION 


Dipaene PERI=ANAL 


e 
FOR: Peri-Anal Dermatitis @ FOR: Ammonia Dermatitis 
CRITERIA: Inflammation centered around the anus © CRITERIA: Presence of ammonia odor and buttock- 
from 3 to 4 cms. in diameter and frequent stools. © inflammation in apposition to wet diaper. 
@ CAUSE: Free ammonia liberated by urea- 
splitting organisms. 
@ MODE OF ACTION: Prevents ammonia formation 
@ in voided urine with an antibacterial in a water- 
miscible base*.5 . . . adjuvant therapy to routine 
e@ Diaparene Rinse impregnation of diapers.?-® 


CAUSE: Transitional stools in the newborn, 
diarrhea or following oral antibiotics.! 

MODE OF ACTION: Provides a skin coating with a 
competitive protein substrate, plus anti-enzymatic 
and antibacterial action in a water-repellent, 
cod-liver-oil base. 


1. Manheim, S. D., et al: “Further Observations on Anorectal Complications Following Aureomycin, Terramycin and 
Chloromycetin Therapy.” N. Y. State Jrnl. Med., 54:37-1, Jan., 1954. 


2. Curry, J. C. and Barber, F. W.: Bacteriological Proceedings, 1951, of The Society of Am. Bact., page 23. a | 
3. Grossman, L., St. Francis Hospital, Miami Beach, Fia., to be published. 
4. Niedelman, M. L., et al: Jnl. Ped., 37:762, Nov., 1950. 6. Benson, R. A., et al: Jeni. Ped., 31.369, Oct., 1947. Vem |” 
5, Bleier, A. H., et al: Arch. Ped., 69.445, Nov., 1952. 7. Ibid: Jenl. Ped., 34:49, Jan., 1949. | ee 
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USE OF A NEW ANTICHOLINERGIC SOLUTION 
(ANTRENYL BROMIDE) IN PEDIATRICS 


E_MorE M. Fiecps, M.D. 
Hempstead, N. Y. 

The ability of the anticholinergic drugs to inhibit gastrointestinal 
motility in small doses led to the assumption that this type of com- 
pound could prove of value in certain pediatric conditions. 

Our interest was aroused in one of these anticholinergics, An- 
trenyl Bromide, which had proved to be clinically effective in peptic 
ulcer, hypertrophic gastritis and other spastic conditions of the 
gastrointestinal tract.' 

Rowen, Bachrach, Halsted and Schapiro* found that Antreny! 
Bromide has a definite inhibitory action on the motility of the 
esophagus, stomach, small intestine and colon. The effect varied 
in degree and duration, depending on the type of motility, level 
of the gastrointestinal tract involved, dosage and route of admini- 
stration. 

Pharmacologic studies demonstrated that the action of the drug 
was highly specific against acetylcholine. In addition to such 
anticholinergic action, the compound had a definite but more 
transient ganglionic blocking action. Chronic toxicity studies re- 
vealed that Antrenyl produced no pathologic changes in the tissues. 

In experiments on the suppression of ulcer formation in the 


Shay rat, Antrenyl Bromide provided greater protection than 


menthantheline or atropine.* 
METHOD 
An Antrenyl Bromide solution (1 mg. per drop) for pediatric 
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use was made available to us for our study.* The solution was 
used in 120 children with the following disturbances: infantile 
colic (40), spastic constipation (10), pylorospasm (8), hyper- 
trophic pyloric stenosis (1), cerebral palsy (30), functional 
enuresis (10), epigastric pain with hepatitis (12), congenital 
anomalies of the gastrointestinal tract (3), neurogenic colon (2), 
functional emesis of the newborn (1), cerebral agenesis with func- 
tional vomiting (1), and epileptiform crisis (abdominal) (2). The 
children ranged in age from a newborn infant to 17 years. 

In general, the drug was well tolerated in every age group. All 
the cases studied, with one exception, showed satisfactory clinical 
unprovement. The one exception was a newborn infant with 
projectile vomiting which began 32 hours after delivery. Although 
the vomiting persisted, the severity of the emesis did subside some- 
what with Antrenyl Bromide, permitting gavage feedings. 

The infants and children did not evidence either hyperexcitability 
or sleeplessness. There were no hypnotic effects from the drug. 
Antrenyl Bromide Solution seemed to encourage relaxation and 
improve sleep and emotional behavior. 

Only eight patients (6.6 per cent) showed any intolerance to the 
drug and then only to a mild degree. Of these eight, six were in- 
fants (colic group) with allergic backgrounds who developed 
atropine-like flushes with a dose of three drops. One cerebral palsy 
girl developed diarrhea and one cerebral palsy boy developed an 
atropine-like flush. Reduction in dosage (case report 5) eliminated 
both side effects. 


CASE REPORTS 


1. Four-week-old male, with clinical signs of pyloric stenosis, 


including projectile vomiting and 12 hour retention of barium 
meal. Patient was started on Antrenyl, using 1 drop q.i.d. before 


meals, increased to 3 drops q.i.d. by the end of 3 days. On thick 
cereal with Antrenyl, emesis subsided by the fourth day. There was 
no evidence of abnormal peristaltic waves and the retention of 
barium was reduced to 5 hours. Antrenyl was continued for 2 
weeks. At the end of 1 week, the child gained rapidly. Clinical 


Antrenyl Bromide Solution for pediatric use was supplied by Ciba Pharmaceutical 
» Summit, N. 
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improvement was very satisfactory. Complete improvement was 
noted at the end of the second week. 

2. Forty patients, 20 boys and 20 girls, ranging in age from 5 
days to 16 weeks, had a history of severe abdominal colic with 
restlessness, irritability, tension and irregular bowel function. All 
these children with infantile colic also had a familial history of 
allergy. Ten children required soybean derivatives or goat's milk 
and dietary control. 

Antrenyl was the basic drug; the dose averaged from 1-3 drops 
and was given 15 minutes before feedings. Duration of treatment 
varied from 10 days to 8 weeks. The average patient responded 
satisfactorily within 5 days. Relief from pain and restlessness was 
apparent. The patients were able to take large quantities of food 
and were more satisfied. Period of sleep was increased up to 6 
hours at night. 

3. Eight children (3 females and 5 males), ranging in age from 
3 years to 12 years, presented a history of severe epigastric pain 
following meals (resembling the adult ulcer patient). Gastro- 
intestinal series revealed pylorospasm, functional in type. Antrenyl, 
in an average dose of 3 drops t.i.d.a.c., was given over a 6 week 
period. Results were satisfactory in 6 patients and 2 patients were 
measurably improved. 

+. Ten patients (6 females and 4 males), complaining of severe 
abdominal pain, constipation and nausea. These children, whose 
ages ranged from 2 to 10 years, were typically unstable emotionally 
with a background of parental anxiety and poor social and school 
adjustment. The history of spastic constipation appeared to be di- 
rectly related to an escape mechanism for avoiding environmental 
changes. The average dose of Antrenyl was 3 drops 3 times a day 
hefore meals. Treatment was continued for an average of 4 weeks. 
Decided improvement was noted in the patients. 

5. Thirty patients with cerebral palsy: 15 boys ranging in age 
from 2 months to 12 years, 15 girls ranging in age from 3 weeks to 


17 vears. Rigidity and spasticity with lack of muscle control, ataxia, 


and athetosis were dominant in these children. There was excessive 
salivation, bowel dysfunction, inability to coordinate and retarda- 
tion in speech. Antrenyl was started specifically to determine 
whether the excessive salivation could be controlled and some de- 
vree of muscle relaxation obtained. 
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The dose of Antreny! was increased to an average of 5 drops in 
those children 10 to 13 years old. Tolerance to the drug was good 
in all the children except two—one had atropine-like flushing, the 
other diarrhea. Reduction of the dosage from 5 to 3 drops in these 
two children eliminated the side effects. 

At this writing, the children have been under treatment for six 
months. The over-all clinical picture is most encouraging. About 
25 of these children have had a reduction in salivation and have 
obtained adequate muscle control and relaxation. Active and pas- 


sive exercises can now be given more readily. 

6. Ten children with enuresis (five boys and five girls ranging 
in age from 4 to 12 years) gave a history of emotional immaturity. 
There were no organic abnormalities. Other general treatment for 


control of enuresis was unsatisfactory. 

They were started on Antrenyl in average doses of 3 drops 
t.i.d., with the last dose given at bedtime; duration of treatment 
was 6 weeks. These children are still under observation but the 
treatment appears to be relatively successful. 

7. Twelve patients from 3 to 13 years with clinical signs of hepa- 
titis following onset of adenopathy with malaise, anorexia and 
change in bowel function (most often constipated) obtained relief, 
from abdominal distress, with Antrenyl within 48 hours. Blood 
count, chemistries and agglutination tests confirmed the diagnosis 
of mononucleosis with hepatitis. The average duration of treatment, 
using 3 drops of Antrenyl t.i.d.a.c., was 10 days. 


CONCLUSION 


A new drug, Antrenyl Bromide Solution, for pediatric use in 
various spastic disturbances of the gastrointestinal tract, enuresis 
and in cerebral palsy, was studied in 120 infants and children, The 
drug was found to be effective and safe. 

An average dosage of 3 drops t.i.d. appeared to be sufficient to 
achieve satisfactory clinical improvement. 
Further study is warranted. 


SUM MARY 


1. The effect of a new anticholinergic drug, Antrenyl Bromide 
Solution, was studied in various spastic disorders and enuresis in 
infants and children. The age of these patients ranged from a new- 
born to 17 years. 
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2. One hundred nineteen of 120 children studied demonstrated 
satisfactory clinical improvement with Antrenyl Bromide Solution. 

3. Only 8 patients (6.6 per cent) evidenced any intolerance to 
the drug and then only to a mild degree (flushing, diarrhea ). 

4. The drug appeared to encourage relaxation, improved sleep 
and emotional behavior. 

5. Antrenyl Bromide Solution should prove to be an excellent 
adjunct in the treatment of certain pediatric disturbances, particu- 
larly gastrointestinal spasms and in cerebral palsy. 
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PERISTALTIC HORMONE IN NEWBORN INFANT. (Rey. Asoc. 
med. argent., 67 :463, Nov. 15-30, 1954). The subject of this 
report was admitted to the hospital five days after birth with a 
possible diagnosis of intestinal obstruction or pylorospasm. The 
infant weighed about 2,721.55 gm. During the five days of his life, 
he vomited material containing bile whenever he was fed and did 
not pass meconium. He was fed through a duodenal tube, but 
the vomiting continued. A rectal tube was passed frequently with- 
out obtaining meconium, At roentgen examination, the small 
intestine appeared to be patent and the colon showed normal 
filling after an enema. The patient was given 228 mg. of dried 
extract of peristaltic hormone at intervals of 24 hours for two 
consecutive days. Shortly after the first dose, the patient showed 
tolerance to food, and a little later he had the first bowel move- 
ment. Feeding and passage of feces became normal during the 
two days of the treatment and continued so after its discontinua- 
tion. The patient was discharged two weeks after discontinuation 
of the treatment. This is the first case in the literature of adminis- 
tration of peristaltic hormone to a newborn infant. The dose of 


the peristaltic hormone for the newborn is about 100 mg, for cach 


kilogram of body weight. The tolerance to the drug is good and 
results satisfactory. —J 
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EXPERIMENTS WITH COLLODION CAPSULES 
IMMUNIZATION AGAINST POLIOMYELITIS 
AND OTHER INFECTIONS* 


FREDERICK M. ALLEN, M.D. 
New York. 


(Continued from August tssue) 


TUBERCULOSIS 


BACTERIA. 


Collodion capsules were filled with growth of tubercle bacilli 
scraped from the surface of solid medium together with a little 
of the medium itself. They were implanted either subcutaneously 
or intraperitoneally in mice, guinea pigs and rabbits. The capsules 
for mice were approximately 0.6-0.8 cm. long and 0.3 cm. thick. 
Those for guinea pigs were about twice as large, while those for 
rabbits were still larger and variable, some of those in the peri- 
toneum measuring as much as 3.5 x 1.2 cm. All the capsules 
healed smoothly in place and were surrounded by the usual tissue 
envelope. In contrast to injections of the bacilli or their products, 
there was no sign of local irritation or systemic illness. The only 
exception pertains to the intraperitoneal capsules in mice, which 
occasionally give rise to weakness and ill health evidently due 
to adhesions or other mechanical obstructions and no different in 
the case of these or other organisms. Mice showing this weakened 
state must be excluded from the resistance tests. There still 
remains a suspicion of slight disturbances of health which may 
make mice less dependable than the larger species. Bacilli sur- 
vived in the capsules for the several weeks of sojourn in the body, 
as proved by cultures from the capsule contents, but the growths 
gave the impression of a decrease rather than an increase in 
numbers. The strains of bacilli used for both the capsules and 
the test injections had been certified as highly virulent. The 
challenge doses were not measured according to methods in the 
literature. They consisted of growth from solid media made into 
a uniform suspension in salt solution, so that doses for the com- 
pared animals were identical but not related to those used by other 
writers. The suspensions were almost milky and the dosage heavy. 


*From the City Hospital, Welfare Island, New York, N. Y. 

The cost of approximately three thousand dollars for this research was paid by 
Mr. Sherman M. Fairchild and Dr. Frank K. Safford, Jr. Also Dr. W Lawrence 
Whittemore is to be thanked for friendly cooperation. 
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Mice which received the capsules and which escaped accidental 
death or disqualification numbered 38. Five weeks after implanta- 
tion the capsules were removed. After allowing 1 week for 
recovery from the operation, 0.1 cc. of a heavy suspension of 
human tubercle bacilli of the H37Rv strain was injected sub- 
cutaneously in a hindleg of each test mouse and a corresponding 
control. As there were no grossly noticeable results, 24 days 
later similar injections of 0.2 cc. were given intraperitoneally. The 
animals all died within the next 3 weeks, with gross lesions of 
tuberculosis in the lungs, seldom in the abdominal organs. Some 
test animals died earlier than some of the controls, but the average 
survival of test mice was about a week longer than that of the 
controls, This is a rather high fraction of the total survival, but 
more detailed analysis is unprofitable because of the small number 
of animals and especially the overdosage, which proved fatal too 
early and tended to overwhelm any resistance created by the 
capsules. 

At the same time, a dozen mice were injected intraperitoneally 
with the Calmette-Guerin bacillus. The dosage was so heavy that 
4 of the mice died within 2 weeks. The others recovered full 
strength, and after 6 weeks they were tested with H37Rv injec- 
tions like the above-described mice. Protection was evident, in 
harmony with reports in the literature,’’ for with one exception 
the vaccinated mice lived longer than their controls. The difference 
in survival between the vaccinated and the capsule-bearing mice 
was slightly, but perhaps not significantly, in favor of the latter. 

The Ravenel strain of bovine tubercle bacilli was used for 
rabbits. As a preliminary, 4 rabbits were tested after removal of 
subcutaneous capsules which they had carried for 3 weeks, by 
injecting 0.1 cc. of heavy suspension of bacilli from solid medium 
subcutaneously in an ear, for possible differences in either local 
reaction or systemic invasion. Long-lasting caseous abscesses 
resulted, with ulceration, but there were no striking or obvious 
differences between test animals and controls. 

The main experiments were performed on 8 rabbits, each of 
which carried capsules for periods of 5 to 9 weeks, and 4 controls 
As no differences were noticed between those having subcutane- 
ous or intraperitoneal capsules, they are not separated. Two weeks 
after removal of the capsules, all the animals were given 0.3 cc. 
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of a heavy suspension of Ravenel bacilli intraperitoneally. The 4 
control rabbits died in 39 to 60 days. They included one animal 
which, instead of being matched, was chosen as being decidedly 
larger and stronger than any of the test rabbits. The rabbits which 
had had capsules died in periods of 55 (1 animal) to 89 days. 
There was no distinction in the autopsy findings of test and con- 
trol animals; peritoneal lesions were usually prominent and the 
lungs were solid with tubercles. 

An observation was undertaken on 2 additional rabbits which 
were given their infecting doses while the capsules remained in 
place. Accidents prevented determining the actual survival time, 
but at least it was not shortened and there was no obvious harm 
from the continued presence of the capsules. A fuller investiga- 
tion would have been desirable regarding the influence of capsules 
in the presence of active infection. 

Capsules filled with the human H37Rv tubercle bacilli were 
implanted in 6 guinea pigs, 2 or 3 to each animal, generally 2 
subcutaneously and 1 intraperitoneally. Like the rabbits, guinea 
pigs tolerate capsules excellently without signs of either mechani- 
cal or toxic disturbance. After 6 weeks the capsules were removed 
surgically. The animals, then weighing 350 to 500 gm., were 
matched with 4 controls of similar weight, and all received intra- 
peritoneal injections of 0.2 cc. of a rather milky suspension of the 
H37Rv bacilli. The controls died in 38 to 53 days. Four of the 
test animals died in 65 to 79 days, and one in 114 days, all showing 


typical tuberculous lesions. The one remaining animal lost weight 


and appeared somewhat unwell during the first 6 weeks, then 
regained normal appearance, and was fat and strong when killed 
for autopsy after 6 months. All organs were free from grossly 
discoverable tuberculosis except for two split-pea nodules at the 
base of the right lung, which were very hard and were probably 
fibrosed tubercles. 

The rather important question of the influence of capsule size 
or the length of time they are carried could not be investigated. 
The abundance of capsules in the foregoing experiments will be 
noticed. In only one guinea pig a single spherical capsule of only 
0.5 cm. diameter was implanted subcutaneously, and death occurred 
within the time limits of the controls. Though large size seems 
favorable, the results do not entirely exclude the possibility that 
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a capsule of minimum size may confer some protection if carried 
for a sufficiently long time. 

Two guinea pigs received intraperitoneal injections of a heavy 
suspension of Calmette-Guerin bacilli, without apparent dis- 
turbance of health. One month later they were given 0.2 ce. of 
H3/7Rv suspension, in series with the animals that had had cap- 
sules. They died in 48 and 59 days, respectively, i.e., barely beyond 
the time limits of the controls. 

Though cost precluded using a desirably large number of 
animals of the larger species, the aggregate experience with the 
three species was in favor of a protective influence of the capsules, 
perhaps superior to that of the BCG vaccination. 


TRYPANOSOMES 


The present dependence is upon drugs for both treatment and 
prophylaxis of trypanosomiasis. Attempts at immunization of 
animals have not been entirely negative but still have yielded 
nothing practical."* The wave-like course of the infection in man 
and large animals, with exacerbations and remissions and appear- 
ance and disappearance of swarms of circulating flagellates, 
supports the theory of changes in the antigenicity of the organism, 
so that by the time the body develops immune substances against 
one form there is an emergence of new resistant forms.” If the 
host does not die from the protracted struggle, the natural disease 
is followed by immunity against the strain of the organism which 
caused it but not against slightly different strains. Inasmuch as 
flagellates have been found to grow in collodion sacs with provi- 
sions for dialysis in vitro even more abundantly than in ordinary 
cultures,’® there seemed to be a reasonable chance that they might 
flourish perhaps even better in vivo, so that diffusion products 
might give rise to antibodies against all possible variants of one 
or several strains of the organism during the long time they are 
thus harbored in the body without being able to invade. 

Some experiments were begun with T. cruzi, which proved 
insufficiently lethal for the purpose. T. gambiense was carried 


through successive passages by intraperitoneal injections of tail 
blood from infected animals mixed with salt solution. This infec- 
tion is fatal in 100 per cent of rats and mice. The doses were 
empirical, without counts of organisms, but, by using graded 
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injections in each series, the time of survival was varied and the 
deaths of the first animals furnished guidance in dealing with the 
others. Under these conditions the survivals of rats ranged 
between about 5 and 14 days. Mice were also used for both 
capsule tests and controls, but as their survival time is shorter, 
they tolerate capsules less perfectly, and the results are merely 
confirmatory of those in rats, the present description is limited to 
the rat experiments. 

Approximately 100 rats received capsules subcutaneously or 
intraperitoneally. They healed and acquired tissue coverings with- 
out signs of irritation. They were filled variously with infected 
rat blood, liver or spleen tissue, sometimes with additions of salt 
solution, glucose, gelatin, agar, or several kinds of bacterial cul- 
tures. These variations were tried because of disappointingly poor 
survival of the trypanosomes. Sometimes drying of the capsule 
contents indicated lack of diffusion. Under any circumstances 
after 2 weeks there was absence of motile organisms and of 
infectivity. 

The T. gambiense infection is remarkably dependable in that 
rats receiving identical inoculations die quite uniformally on the 
same day, never much more than 24 hours apart. Ths same uni- 
formity prevailed between test animals and controls. Besides 
different ways of preparing the capsules, attempts were made to 
counteract the dying out of the trypanosomes by inserting one 
subcutaneous and one peritoneal capsule every 2 weeks, so that 
after 4 weeks the rat was carrying 6 capsules. There was never 
the slightest sign of immunization or protection. 

This failure may possibly be technical. As there was the diffi- 
culty of making capsules sufficiently impermeable to hold the 
poliomyelitis viruses, there may be here the opposite problem of 
sufficient diffusion for trypanosomes. In fact, the hope at first was 
that the capsules providing free exchange with body fluids might 
be a more convenient means of keeping trypanosomes than either 
artificial culture or continuous passages through animals. Results 
may perhaps be transformed by a suitable culture medium in the 
capsules instead of the materials used in these trials. If the organ- 
isms can thus thrive, as they have been found to do in collodion 
sacs im vitro, the expectation of an immunizing action seems 
reasonable. The problem is extremely important because try- 
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panosomiasis is one of the great world scourges of man and 
animals, and no biological protection method exists. Animal hus- 
bandry may perhaps be a source of independent financing for such 
a research. 
SPIROCHAETES 

Cultures were obtained of Leptospira icterohemorrhagiae, cani- 
cola and pomona. Capsules filled with the liquid were implanted 
in young guinea pigs subcutaneously and intraperitoneally. Heal- 
ing has occurred readily without signs of irritation. But the initial 
experience has been that the organisms die out in a few days, so 
that protection experiments appear unpromising unless some way 
is found to prolong the survival. 


DISCUSSION 


The poliomyelitis group being, together with the foot and 
mouth disease virus, the smallest infectious agents known, the 
problem of their escape through faulty capsules was not solved. 
As already mentioned, the pore size of Elford’s gradocol mem- 
branes furnishes a recognized standard measure for various kinds 
of particles. Thus, it has served for comparisons of the diameter™ 


of the egg albumin molecule, about 4 my, the poliomyelitis virus, 
8-12 my, and larger viruses ranging from about 25myp for yellow 
fever or encephalitis to as high as 150 my for rabies.* Presumably 


*Since this paper was written, Schwerdt™ and co-workers have published impressive 
studies with the electron microscope showing that the poliomyelitis virus is a sphere 
with a diameter of 283 mm. Also the writer has learned of early experiments by 
Jungeblut,’° in which collodion sacs containing poliomyelitis virus were implanted 
intraperitoneally in several monkeys. Permeability tests of these sacs showed that 
they were freely permeable for methylene blue, they allowed passage of small quan- 
tities of congo red, and they retained prussian blue. Nevertheless, the early records 
in the light of the present work indicate clearly that virus escaped from these sacs. 
Therefore the above statement of the small size of the poliomyelitis virus remains 
correct as regards the essential feature of the present work, namely the passage 
through collodion. 

Attention should be given to this conflict between electron microscope measurement 
on one hand and gradocol estimates and infectivity experiments on the other. If 
unexplained, it may cast doubts on measurements of other viruses. It might be 
supposed that filtration pressure can deform the virus particle so as to force it 
through a small gradocol pore. This fails to account for the passage through capsules 
without pressure, freely and continuously, as proved by the deaths of many successive 
animals. Does this imply an unsuspected ability of a virus to distort its substance 
“spontaneously,” like a leukocyte, to pass through a small opening? If a comparison 
be made with bacteriophage, does the grouping of such a virus around a bacterium 
suggest purely accidental dispersion or something like chemotaxis and motility? Such 
a speculation still could not explain results of the writer’s abortive attempts to pre- 
pare a vaccine by collodion filtration, in which the virus passed through rather thick 
membranes which had only water or salt solution on both sides. Is the virus 
inherently disposed to wander by diapedesis or otherwise, and may it thus spread 
among nerve cells by another process than passive transport by blood or lymph? 
Or will more thorough search reveal viable material smaller than the visible virus? 
If these are all empty guesses, there still remains the need for an experimental 
explanation of the discrepancy between membrane passage and electron microscope 
measurement. 
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the retaining of larger viruses should be simple, but for the smallest 
viruses there is as yet no demonstration of capsules meeting the 
demands of safety, uniformly free from flaws and not permitting 
escape of a single virus particle. An affirmative view is encouraged 
by the fact that a considerable thickness of collodion is permissible, 
and an appreciable number of efficient capsules were prepared 
under the crude conditions of these experiments. One incidental 
point may turn out to be most important if it can be confirmed 
and applied, namely, the evidence that immunization is obtainable 
with the diffusion products of the virus, not denatured by heat 
or chemicals (formaldehyde), and does not require the presence 
of either living or dead virus particles. If either killed or modified 
viruses prove unsatisfactory in the current large-scale trials, 
possibly a third form of vaccines, namely a filtrate, may provide 
both effective and durable immunity. 

The basic concept of the use of capsules, namely, to permit 
fully virulent organisms to have lodgment in the body without 
being able to invade, was justified in the immunization of mice 
against the Columbia SK virus, which has never been accom- 
plished before and the possibility of which with vaccines is ques- 
tionable. Against the apprehended inconvenience of the sub- 
cutaneous insertion of a capsule, three hopes have been enter- 
tained: the capsule may perhaps not need to be carried long; the 
immunization may perhaps be strong and life-long like that from 
the natural disease without the dangers or reactions of either the 
disease or ordinary vaccination ; and one capsule may serve against 
several kinds of infection. If other methods fail, patients may 
readily accept this in preference to the danger of poliomyelitis, 
espcially if immunization is completed in two or three weeks. As 
for other organisms, those which produce a strong diffusible toxin 
are obviously to be excluded. It is a permissible hope that the 
neurotoxic and other dangers of rabies, yellow fever and other 
vaccines may be obviated by capsules. The idea of life-long 
immunization against smallpox without local inflammation by 
means of capsules of cowpox or actual smallpox virus was dis- 
couraged by the unexpected local reaction against capsules of 
Rickettsia, and evidently tests of each organism must decide. 
Also, some organisms which are known to produce immunity have 
not produced it in capsule experiments, so that it is necessary 
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either to accept limitations of the method or find ways of improving 
it. The peculiar fact that, as far as observed, the development of 
immunity does not result in killing the organisms in the capsules, 
may emphasize the role of cells in destroying invaders or may 
call for some other theoretical explanation, such as the special 
influence of collodion on toxins or interfering substances.° 

In the important field of tuberculosis, the few observations oi 
increased resistance with capsules have seemed encouraging. But, 
though the glandular enlargements and occasional more severe 
reactions from BCG vaccination may be avoidable by capsules, the 
weight of recent evidence favors the effectiveness and general 
harmlessness of this vaccination, so that replacement of it seems 
questionable unless a superiority of capsules is proved under 
special conditions. One such condition may be the presence or 
suspicion of incipient infection, and the unsettled question of the 
action of capsules with existing tuberculosis may deserve investiga- 
tion. A bolder possibility, namely, of using capsules in treatment 
of active tuberculosis, remains speculative. A more definite pros- 
pect is that the lepra bacillus may remain alive or multiply in 
unplanted capsules, and may thus provide better prophylaxis 
against leprosy than BCG vaccination or other known means. 

The observation that various bacteria do not impair the effec- 
tiveness of capsules of Columbia SK virus during months of 
implantation in mice encourages the original hope that one capsule 
may serve for several purposes. Granting necessary tests to rule 
out possible interferences, a hypothetical capsule for children under 
average conditions in the temperate zone might contain the three 
principal strains of poliomyelitis, the viruses of measles and mumps 
and the bacillus of whooping cough. In view of the lack of prej- 
udice against implants of hormone pellets or tissue fragments, it 
is surprising if the insertion of a capsule for a limited time appears 
unthinkable. Even if never adopted clinically, the method may 
still prove useful in some infections of animals. 

SUMMARY AND CONCLUSIONS 

1. The general idea has been stated as the lodgment of virulent 

organisms where they can have the freest possible diffusional inter 


change with the body but cannot invade. 
2. The implantation of collodion capsules filled with infected 
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mouse brain has induced the first immunization of mice against 
the Columbia SK virus, though not against intracerebral inocula- 
tion or against unlimited peripheral doses. 

3. The same method apparently immunized mice against intra- 
cerebral inoculations of MEF virus, but again dosage was a factor 
and the protection was not unlimited. 

4. The following additional details were noted in these experi- 
ments. 

(a) The problem of making collodion capsules thoroughly 
secure against escape of these extremely small viruses was not 
solved, but a solution appears theoretically feasible. Such a diffi- 
culty does not exist with larger organisms. 

(b) Paralytic deaths among mice with MEF capsules, compar- 
able to those among the Columbia SK series, required the hypo- 
thetical assumption of infection by continuous seeding of virus from 
faulty capsules. This explanation seemed to be supported by the 
observation that mice, which are known to resist single peripheral 
MEF injections, can be infected by repeated subcutaneous injec- 
tions. This result is stated with reservations as to possible error, 
to be checked by investigators with the necessary serological 
technique. If valid, it suggests an epidemiological influence of 
repeated exposures. 

(c) The results with capsules, especially with the SK virus, 
prove that immunity can be induced by a filtrate of unaltered 
products from the virus, not containing either living or dead virus 
particles. The potency of such a filtrate in comparison with con- 
ventional vaccines remains to be determined. 

5. Complete failure of immunization by capsules was encoun- 
tered with the Rickettsia of scrub typhus and the trypanosome of 
African sleeping sickness. The Rickettsia caused unexpectedly 
strong local irritation, and tests of other organisms must consider 
this possible factor. It is uncertain whether technical improve- 
ments might alter the failure in the important problem of try- 
panosomiasis. 

6. Capsules containing tubercle bacilli are tolerated without signs 
of local irritation or systemic illness. The degree of protection 
observed in a few animals bears favorable comparison with that 
from BCG vaccination. Besides medical or veterinary tuberculosis, 
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there is a more remote possibility of the use of capsules of lepra 
bacilli for prophylaxis of leprosy. 

7. Persistence of high infectivity of mouse brain in capsules in 
animals’ bodies for 4 to 6 months sets a record for preservation 
of the Columbia SK virus at this temperature, especailly in the 
presence of bacteria. It is questionable whether something in the 
interchange with body fluids favors maintenance of the virus. This 
experience supports the possibility, as yet unproved, of counter- 
balancing the inconvenience of capsules by using mixtures for 
simultaneous immunization against several organisms, excluding 
those with dangerous diffusible toxins. 


Footnote. The Columbia SK virus and also the mouse-adapted MEF 
virus were kindly supplied by Dr. C. M. Jungeblut. The Rickettsia 
tsutsugamushi was obtained from the Army Medical Service Graduate 
School at Washington, D.C., Trypanosoma cruzi from the Communicable 
Disease Center at Chamblee, Georgia, and T. gambiense from the National 
Microbiological Institute at Bethesda, Maryland. Thanks are due to Miss 
Sara Scudder, chief bacteriologist at City Hospital, for all the bacterial 
culture and staining work mentioned in the paper, and for providing the 
following organisms: Leptospira from the New York City Health Depart- 
ment, and the several strains of tubercle bacilli from Ciba Pharmaceutical 
Products, Inc. 
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A Comparison of the Efficacy of Different 
: Poliomyelitis. Proc. Soc 


THERAPY OF HyDROCEPHALUS IN TUBERCULOUS MENINGITIS. 
(Kinderarztliche Praxis, Leipzig, 21: 481, Nov. 1953). Despite 
progress in treatment by chemotherapeutics and antibiotics, it is 
often impossible to arrest tuberculous meningitis during the exu- 
dative stage. During the chronic state the normal relationship be- 
tween production and resorption of the cerebrospinal fluid often 
hecomes impaired, and a more or less severe hydrocephalus results. 
On the basis of four case histories, which were selected from a 
large number, Janssen and Wilms show how difficult it is to make a 
prognosis. The children were in a comatose state, most of them for 
months and one for more than half a year. They had to be fed by 
tube. Choked disk and other clinical signs indicated the presence 
of hydrocephalus, which was so severe that there was little hope 
that life could be preserved. It seemed that mental and physical 
defects would result even if death could be prevented. After tem- 
porary interruption, treatment with streptomycin was resumed, 
however, and the child eventually recovered without mental de- 
fects, although hearing was defective. Results obtained in the other 
three cases were similar. The authors advise great caution with 
regard to surgical interventions for hydrocephalus, because they 
found that such treatment was ineffective in several cases and 
treatment with antibiotics may arrest hydrocephalus even in 
chronic cases of tuberculous meningitis—J.A.M.A, 
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CLINICAL STUDIES ON THE EFFECT OF METHYL- 
ANDROSTENEDIOL THERAPY IN INFANCY 
AND CHILDHOOD 


S. Awwaap, M.D., D.Ch. 


Assistant Prof. ct Pediatrics, Abbassia Faculty of Medicine, 
Cairo, Egypt 


The problem of growth retardation in infancy and childhood is 
of paramount importance to pediatricians, being an everyday com- 


plaint in both special clinics and general hospitals. Hence the 


great interest with which we meet medicaments that are expected 
to influence child growth, 

Certain vitamins and hormones are known to promote growth. 
Vitamins in this respect act mostly through improving the ap- 
petite. Though they are, generally speaking, safe to give, yet more 
often than not we have been disappointed with them. Recently 
vitamin B,, has raised great interest as a growth promoting factor, 
This followed the work of Wetzel (1949, 1952) and Chow (1951). 
Downing (1950), however, failed to get acceleration of growth in 
premature infants with B,.. 

Of the hormones, the growth hormone of the pituitary, insulin 
and androgens are known for their anabolic effect. Although the 
growth hormone fulfills the criterion of tissue growth in animal 
experimentation, and is devoid of androgenic activity, market 
preparations of this hormone have been disappointing. Insulin is 
frequently used to increase weight, but this increase is mainly the 
result of fattening the patient and not through growth of his 
tissues. 

It has long been established that testosterone propionate causes 
a retention of nitrogen and other tissue building elements in human 
beings. The growth promoting effects of testosterone compounds 
were first demonstrated by Kenyon and his associates (1940). 
Their observations suggested the possible therapeutic value of 
using the androgens to promote protein anabolism in conditions 
of debility and retarded growth; unfortunately their usefulness in 
this respect was limited by their undesirable androgenic side ef- 
fects. For this reason, efforts were made to search for steroid 
compounds which would have the anabolic properties of testos- 
terone without its androgenic side effects. Among the compounds 
so studied is methylandrostenediol (MAD), which was first syn- 
thesized by Ruzicka, Goldberg and Rosenbergin in 1935, 
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The reports on the relative anabolic and androgenic effects of 
this compound show a lot of controversy. Wilkins and Fleischmann 
(1946), using it in a daily dose of 30 mg. orally, failed to get 
any effect on the patients’ growth or ability to gain weight. Hom- 
burger and his associates (1950), in a preliminary report, sug- 
gested that MAD is a non-virilizing steroid hormone with moder- 
ate protein anabolic effect. In rats, Gordan and his associates 
(1951) found that it has a myotrophic potency comparable to that 
of the androgens in the same dose of 1 mg. per Kg. and that its 
androgenic activity was lacking with that dose and only appeared 
with a dose of 50 mg. per Kg. In a further study on human subjects 
Homburger and his associates (1953) obtained with MAD signifi- 
cant protein anabolic effect with occasional mild virilization. 
Partridge and his associates (1951), however, aiter a study on the 
metabolic and clinical effects of MAD in human subjects, con- 
cluded that probably in doses sufficient to produce growth promot- 
ing effects, significant androgenic effects also occur. Homburger 
and his associates commented on this observation that the contra- 
diction is only an apparent one as the cases of Partridge et al. were 
relatively young and were so notoriously more sensitive to virili- 
zation. 

The present work is a further study to evaluate the effect of 
MAD therapy as a growth promoting factor in infants and chil- 
dren and to determine whether in doses sufficient to cause sig- 
nificant increase in weight and androgenic effect will also be noted. 
This point is especially important, as our cases normally produce 
but little androgens and might presumably be especially sensitive 
to the medication administered. 

Fifteen cases of infants and children, varying from 2 months to 7 
years of age, were given the compound.* They were all free from 
any serious organic disease which might affect their growth. 
Their main condition was essentially debility, wasting and under- 
weight with marked loss of appetite. Iron, vitamins and various 
tonics were given to the cases under investigation for several 
months before MAD therapy, with no result. 

The drug was given intramuscularly, as the patients were too 
young to keep the linguets under their tongues. The duration of 
treatment varied from 2 to 18 weeks. In 4 cases, after a course 


“The drug used in this study is protandren “Ciba.” It is a microcrystalline watery 
suspension in vials of 10 cc.. each cc. containing 50 mgems. of methylandrostenediol 
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of 9 weeks treatment with the drug, a period of 4 months rest 
was given after which a second course was administered. The 
dose given varied from 1.5 to 3 mg. per Kg., twice or three times 
weekly. On three occasions the dose was raised to 5 or 6 mg. per 
Kg. Children were given a liberal diet with plently of proteins. 
The weight was recorded weekly during treatment and the height 
was taken at the beginning and at the end of the therapy. 

A summary of the cases studied, the treatment adopted and the 


results obtained is appended in Table I. 


DISCUSSION 


From Table I, the following points may be noticed : 
(1) A dose of 1.5 to 3 mg. per Kg., twice weekly, was well 
tolerated in all cases. It induced a marked gain in weight and a 
favorable influence on height with no androgenic side effects. The 
increase in weight did not differ significantly within this range of 
dosage, consequently it will be safer and more economic to apply 


a dose of 1.5 mg. per Kg. 
(2) Case No. 2 tolerated a dose of 3 mg. per Kg., twice weekly. 
for a period of 4+ continuous months with no androgenic side effects. 


In spite of this high dosage, however, his weight gain was less 
: 


marked than in other cases. 

(3) In attempting to accelerate the growth, the dose was 
doubled in three children (0.5 to 0.6 mg. per Kg.). In one of these 
a sterile abscess developed after the first injection and in the other 
two cases a local reaction at the site of the injection appeared and 
for this reason doubling the dose was given up. 

(4) The increase in weight induced with treatment almost 
ceased once the drug was stopped as it could be observed from 
the follow-up in cases No. 6, 7, 14 and 15. In these cases, increase 
in weight during the 4+ months which followed the cessation of 


treatment did not exceed '4 Kg. 

(5) For this reason a second course was tried with these 4 
cases to see if growth will be resumed again on readministering 
the drug. In this second course the drug was given to 2 cases three 
times weekly for 4 weeks and twice weekly to the other two cases 
for 8 weeks. It is noticed that the increase in weight started again 
in all the 4 cases. In the first 2 cases, however, to whom the drug 
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was administered 3 times weekly, a distinct increase in the size 
of the clitoris was observed and for this reason the second course 
was stopped after 4 weeks, hoping for regression of the size of the 
clitoris during the period of rest. In one of these cases, during 
the period of rest, some growth of the pubic hair was observed. 
In the other two cases, to whom the drug was given in the second 
course twice weekly, no side-effects were observed. 

It seems that the side-effects that appeared in the first two cases 
were the immediate result of the administration of the drug in 
frequent doses. It is probable that the frequent injections formed 
a local depot from which the drug, after cessation of treatment, 
continued to be liberated to the circulation and resulted in the 
growth of the pubic hair. For this reason the writer is of the 
opinion that the injections should be more spaced and should not 
exceed two per week in order to insure the good results of the 
drug without its undesirable side-effects, and, in older children, 
for this reason, recommends giving the drug as linguets instead 
of giving it as injections. 


SUMMARY AND CONCLUSIONS 


Methylandrostenediol therapy was tried in 15 cases of retarded 
growth in infants and children. The results, as regards weight, 
gain, were excellent. The height was also favorably influenced. 

The following observations were noticed : 

(1) Increase in weight was distinct and constant in all cases 
during the administration of the drug. 

(2) The growth ceased on stopping the treatment. 

(3) Growth restarted again on readministering the drug. 

(4) The administering of the drug is safe and effective in small 
doses of 1.5 mg. per Kg., given twice weekly. 

(5) On increasing the dose to 5 mg. per Kg., or giving it more 
frequently than twice weekly, undesirable side effects were ob- 
served. These side effects were: (a) Sterile abscess or local in- 
flammatory reaction at the site of the injection. (b) Enlargement 
of the clitoris and growth of pubic hair. 

Acknowledgement. The author wishes to express his gratitude to Dr. 


H. Shukry, Professor of Pediatrics, for his guidance and help and his thanks 
to the staff of Ciba Medical Bureau of Cairo. 
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CONSTITUTIONAL SIGNS OF ASTHMA IN CHILDREN. ( Maand- 
schr. kindgegeneesk., 22:73-84, March 1954). Clinical obser- 
vations on 187 asthmatic children, who were studied and 
treated in an Asthma Center, revealed that 82 remained free from 
attacks after a change in environment. These children had a mild 
form of asthma. The remaining 105 children with a severe type 
of asthma continued to have attacks after admission to the center. 
A correlation could be demonstrated between the frequency of 
attacks, the clinical symptoms, and the outcome of the tests of 
pulmonary function. This can probably be explained by the fact 
that all three are influenced by the narrowing of the bronchioles, 
which in turn results from infiltration of the mucous membrane 
with eosinophilic leukocytes. With regard to the pulmonary 
function, observations on these children indicate that the asthmatic 
condition improves spontaneously with advancing age; the residual 
air becomes relatively less and the vital capacity relatively greater. 
This holds true particularly of the milder forms of asthma. On 
comparing the children with mild and severe asthma with regard 
to constitutional factors, it was found that a family history of 
asthma, eczema, and other cutaneous lesions is more frequent in 
the severe than in the mild form of asthma. Furthermore, the 
severe type of asthma usually starts at an earlier age. This seems 
to indicate that constitutional factors are more important in the 
severe than in the mild form of asthma.—J.4.M.A. 
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DIETHYLSTILBESTROL — A COCCIDIOIDAL 
FUNGICIDE* 
Ropert Conen, M.D. 
Bakersfield, Calif. 

Curtis and Harrell’ reported the encouraging use of diethylstil- 
bestrol (a stilbamide derivative) in the treatment of blastomycosis. 
At the scientific exhibits of the American Medical Association 
meeting in San Francisco in 1954, the University of Michigan 
group (Bocobo, Harrell, Curtis and Block) displayed many in 
vitro studies of antifungal activity of Stilbenes, Nitrostyrene and 
related compounds. They showed that diethylstilbestrol inhibited 
coccidioides immitis at 0.01 mgm. per milliliter. 

This paper is presented only to confirm their findings before 
giving it a clinical trial on disseminated coccidioidal cases. 

Sabowraud’s media with various dilution of diethylstilbesterol 
were used. The petri dishes were streaked with loops from heavy 
sinus discharges from a severely disseminated coccidioidal case 
which were loaded with spherules. The petri dish cultures were 
read after three days and daily thereafter for three weeks. The 
controls grew profusely. At 1.00 milligram per milliliter, complete 
and total inhibition of coccidioides was noted. At 0.5 milligrams 


per milliliter very small colonies of coccidioides were seen but they 


did not grow out. 

My findings of a 0.99 mgm. per milliliter stronger concentration 
of diethylstilbestrol, in my estimation for practical purposes, can be 
considered confirmatory. 

The chemical structures of stilbamidine and diethylstilbestrol 
have a close similarity. I? had shown that stilbamidine would inhibit 
coccidioides. The clincal trials, however, revealed that it did not 
fare as well in this disease as it did in North American blastomy- 
cosis. A death did occur from the use of stilbamidine and I* called 
the profession’s attention to its possibility. 

This investigator doubts if too high a concentration can be ob- 
tained over a long period of time without side effects. However, 
Curtis and Harrell’, in their study on two cases of blastomycosis, 
used only 1 milligram three times a day for a period of relatively 


*From the Contagion Section of Pediatric Service, Kern General Hospital, Bakersfield, 
Calif. 
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six months. Surely that cannot be considered a large dose. Per- 
haps it has the impetus to throw the balance in favor of the pa- 
tients to overcome their infection. Also, I hope that coccidioides 
will respond to such low doses. 
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To Wuat Extent Does VaccINATION witH BCG Prorect 
AGAINST TUBERCULOsIS? (Monatsschr. Kinderh., 101 :517-519, 
Dec. 1953). During the period from October 1947 to December 
1949, 162,865 children between the ages of 3 and 18 years were 
vaccinated with BCG in Hesse, Germany. This number was 
selected from 349,181 children who had given a negative reaction 
to the tuberculin test. Daelen and Dix investigated the occurrence 
of tuberculosis among vaccinated and nonvaccinated tuberculin 
negative children in 23 counties in Hesse where 70,424 had been 
vaccinated and 92,145 had not been vaccinated against tuberculosis 
with BCG. At the end of four years, 45 cases of tuberculosis 
had developed among the 70,424 who had been vaccinated and 
318 cases among the 92,145 who had not been vaccinated. On 
the basis of the absolute figures, and after deducting the two cases 
in which BCG vaccination had been administered during the pre- 
allergic phase, the morbidity in those vaccinated with BCG was 
0.6 and of those not vaccinated was 3.5 for each 1,000 children 
observed. Thus the morbidity ratio was 1:5.7 of the vaccinated 
to the nonvaccinated. The tuberculosis morbidity among those 
vaccinated with BCG was not greater in large cities, where expo- 
sure is much greater, than it was in rural regions, whereas among 
the nonvaccinated children the incidence of tuberculosis was much 
greater in the larger cities. For this reason vaccination with BCG 
should be carried out particularly in the larger cities —J.A.M.A 
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PEDIATRICS AT THE TURN OF THE 
CENTURY 


From time to time the Archives, which was the first Children’s Journal 
in the English language, will reprint contributions by the pioneers of the 
Specialty over fifty years ago. It is believed that our readers will be inter- 
ested in reviewing such carly pediatric Menger. 


THE AMMONIACAL DIAPER 


Joun Zanorsky, M.D. 
St. Louis 

The controversy still continues unabated. How is the strong 
ammoniacal odor produced? What shall the mother do to prevent 
the blistering dermatitis on the baby’s buttocks? Herewith is a 
condensation of my original article. (Am. J. Dis. Child., Dec. 
1915). 

“Fifty years ago I was asked to see a litle girl, 17 months old, 
suffering from a severe dermatitis of the diaper region. The skin 
of the buttocks, perineum, genitals, thighs, and lower abdomen was 
severely inflamed and numerous vesicles and blebs were scattered 
over this area. The infant appeared perfectly well otherwise. The 
mother stated that the diaper removed that morning had a very 
strong odor, “just like ammonia.” She had saved the diaper in a 
closed receptable. On unfolding the wet diaper, a very strong 
penetrating odor of ammonia was noticed. So strong was this 
gas that it irritated my eyes very disagreeably during the exami- 
nation. It seemed clear to me that the skin lesions were induced 
by the ammonia in the urine, since ammonia is a powerful rubo- 
facient and vesicant. 

“This case served to interest me in the study of ammonia in the 
urine and the resulting lesions, and for many years facts in regard 
to this condition were collected and form the basis for this study. 

“The ammoniacal diaper is frequently encountered by the prac- 
titioner. Usually, the odor of ammonia is faint, especially in young 
infants. Only occasionally does the concentration become suffici- 


ently intense to produce the characteristic irritation of the skin. 
The severest grade occurs in infants between one and two years of 


age. 

“The lesions consist of inflamed areas on the inner side of the 
thighs, the genitals, the buttocks and lower abdomen. Sometimes 
the whole diaper region shows a diffuse redness. 
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“More characteristic is the appearance of vesicles or blebs. 
There may be only one at the end of the prepuce; often this is 
associated with others on the prominent parts of the genital region. 
It is the parts which come in direct contact with the diaper which 
show the blisters. Rarely the whole diaper region may show 
numerous confluent blisters. No vesication may be observed, but 
after the intense congestion, sometimes the whole epidermis be- 
comes hard, cracked, and the skin seems covered with thin parch- 
ment. The dead skin separates in a flaky desquamation. 

“A very important lesion, to which no attention has been given 
by pediatrists, is the formation of a blister at the meatus. This 
occurs only in boys who have been circumcised. The prepuce 
protects the meatus in the uncircumcised. The blister ruptures and 
a superficial ulceration remains. This causes distress in urinating 
and may be the source of hemorrhage. The ulcer is exceedingly 
troublesome at times. It becomes covered by a thin crust, which 
may partially or entirely occlude the orifice of the urethra, so that 
urination is painful and difficult. The passage of the the urine re- 
moves the crust and the ulcer is irritated again by the urine. Heal- 
ing, therefore, may take several weeks. A troublesome stricture 
sometimes follows. 

“The skin lesions nearly always appear in the morning when 
the infant has lain for a long period during the night. Infants who 
do not wet the diaper are not subject to this trouble. In fact, 
enuresis and ammoniuria go together. The assumption that the 
enuresis depended on the ammonia in the urine was entertained 
for awhile; the reverse is probably true. 

“The ammoniacal diaper is a frequent precursor of pyelocystitis 
in female infants. The irritated genital region becomes more sus- 
ceptible to infections. On account of the protection afforded by the 
labia, the urethral orifice in the female is not subject to the blister- 
ing. 

“The association of the ammoniacal diaper and the exudative 
diathesis is frequent. The irritating urine initiates patches of 
eczema in the diaper region, which are exceedingly intractable 
unless the urinary condition is relieved. 

“The onset is usually abrupt and the course is very irregular 
and indefinite. The irritating urine may be present for one day 
only; then, it may last for weeks. 
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“For several years I studied this condition clinically, after having 
read the article by Southworth. The original description by the 
French author, Jacquet in 1886 (the diaper rash is often called 
Jacquet’s disease) was overlooked. 

“While we pass over the cases in which a slight ammoniacal 
odor of the bedding is noticed, in the last five years I have collected 
brief notes of seventy-eight cases, in all of which the patients 
showed some skin lesions, and the ammonia was sufficiently in- 
tense to warrant more than a passing notice. 

“Of these seventy-eight cases, fifty-four, or about three-fourths, 
occurred in children over 10 months of age. The worst cases are 
observed, not in infants, but in young children, from 1 to 4 years 
of age. By far the greater number of cases occur in the winter 
months. 

“The severest lesions in my series have occurred in boys. As 
already mentioned, pyelocystitis, not infrequently follows the oc- 
currence of a severe ammoniacal condition in girls. It seems to 
me this predisposing cause to pyuria should be given more attention. 

“While several infants were fed partially on the breast, the 
disorder seems to be almost limited to artificially-fed infants. The 
severest grades arise at the time when the infant is beginning to 
to take solid food. Mixtures containing cow’s milk and cereal 
decoctions are especially prone to result in the ammoniacal diaper. 
Taking large quantities of bread was etiologically related in a few 
cases. Egg also seemed to be a disturbing factor. 

“The influence of diet was studied in many cases. In three 
infants the mothers insisted that the ammoniacal odor was stronger 
when orange juice was given. Acids and alkalies, in moderate 
doses, had no effect. 

“We analyzed so many specimens of urine and corroborated 
Keller’s original statement that a diarrheal disease induces an 
ammoniura, that there is an increase of ammonia to take the place 
of alkalies. Curiously, we did not prove that an acidosis existed 
when the free ammonia was detected in the diaper. Still, as most 
of the cases occurred in children one or two years of age, I favored 
the theory of acidosis. Our tests seemed to corroborate this hypoti- 
esis. Our figures seem to be conflicting and no positive conclusions 


could be drawn. 
“Since an increased ammonia nitrogen was found in most of my 
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cases, we made an actual test. A new diaper was saturated with the 
suspected urine after it had been washed in soapy water and the 
excess of water squeezed out ; the urine was poured into this diaper. 
The diaper was folded and kept in a warm place. Plenty of free 
ammonia arose from the cloth in a few minutes. The conclusion 
was that a washing soap strong in alkalies, not sufficiently rinsed, 
was the chief chemical that produced free ammonia. Nevertheless, 
bacteria may decompose some of the end-products and also generate 
this gas, as is clearly manifested in the diaper of the baby—or even 
that of the adult. But the chief source is supposed to be urea, which 
Cooke’s studies emphasized (Am, J. Dis. Child., 1921). How- 
ever, Van Slyke has shown that none of the urinary ammonia is 
derived from urea, but can not ammonia be produced from urea 
after it is excreted? 

“Such a common disorder and we are still debating the course! 

“After the publication of Cooke’s article the custom of soaking 
the diaper in a weak solution of corrosive sublimate came to be 
the fashion, but the practitioner positively refused to follow the 
directions for the possibility of chronic mercury poisoning could 
not be excluded. Then other less toxic diaper antiseptics were 
proposed (Diaperine), and prescribed. 

“But the old theory of relative acidosis emerged again. The 
excretion of ammonia and its salts was a metabolic disturbance and 
could be almost completely prevented dietetically by increasing the 
methionine. 

“To 54 infants with ammoniacal urine, three grains of metione 
(granulated methionine) was prescribed daily for a period of one 
to four weeks. The urinary ammonia disappeared in two or 
three days.” 

We come back to my original statement: free ammonia seems to 
be caused by two etiological factors: (1) bacterial decomposition, 
(2) metabolic disturbance. Allergy in this group should also be 
considered. 

The practitioner will order the diet changed—less milk, more 
meats, bread and vegetables. 

Wash the diapers and pads thoroughly, get rid of all the soap 
and boil the diapers and pads. 


Studies are needed to clear up this subject. 


SIMPLICITY AND ECONOMY 


Joun Zaunorsky, M.D. 
St. Louis. 

In two or three articles emphasis has been placed on simplicity 
and economy in pediatric practice. Physicians have the unfortu- 
nate habit of trying to improve the practice without considering the 
cost. In 1895 to 1900—a period of depression—I waited on many 
patients of the poor, who had little work at low wages. It, there- 
fore, strengthened my outlook acquired during my childhood, that 
economy should be an essential professional consideration. 

In the first place the home must be considered the unit of our 
democracy, and it is inconceivable at present that any other unit 
will replace this under some fantastic order of socialism. The 
individual family, living in one sheltered place, apart from others, 
mingling with other families only part of the time, yields not only 
the most natural and happy mode of life, but what is most im- 
portant to physicians, also offers the most effective means of isola- 
tion in the prophylaxis of communicable diseases. Monogamy, 
carried out in its strict religious sense, is the most important pro- 
phylactic measure against syphilis and gonorrhea. The true and 
happy family life is the most important safeguard against a host of 
contagious diseases which will readily occur to any physician. The 
young child, who is happy in its home and remains constantly 
under the care of its parent, is saved from many diseases. The 
trouble begins when another child of the family is compelled to 
mingle with others at school, church or other public places and 
brings disease to the home. 

If the home is the best isolating place against disease it also is 
the natural place for the sick child to be treated. When the young 
child is sick it is happiest and shows the strongest resistance when 
under parental care in its home. The practice of tearing the sick 
child from its mother’s arms and taking it to a hospital, under 
strange surroundings, looked at by strange faces, administered to 
by strange methods, and deprived of loving caresses by the parent 
is not good pediatrics, whether the disease is influenza or polio- 
myelitis. In fact, the children’s hospitals of the country have as yet 
not proven their value, except for the scientific study of disease and 
for those unfortunate little ones who have no home. 
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I declare, therefore, that successful pediatrics must maintain and 
develop the principles and practice of home prophylaxis and thera- 
peutics, and not be carried away by the costly idealism of children’s 
hospitals, asylums and clinics. These are only side units to the 
main show, and valuable to make up certain deficiencies of the 
home, but they can never take the place of the principal per- 
formance. 

Fully 95 per cent of my own practice is in the home and private 
office. Hospital care is reserved for operative cases, chronic cases 
which come from out of the city, and a few requiring a most inten- 
sive observation and study for diagnosis. 

It is a fact that the majority of pediatricians treat their children 
in the home in spite of the fact that the hospitals in the large cities 
are everywhere available. So some of us insist that a pediatrician 
is really a practitioner in the home and office. Hospital care is re- 
quired in less than five per cent of all cases. 

There is one thing that is demanded of the pediatrician. His 
work must be efficient. Great efficiency can only come after much 
practice, which is constantly improved by the correction of mis- 
takes. The best work of physicians is generally done when watched 
by an anxious parent. This stimulus to do one’s best rarely de- 
velops in hospital work where so much detail and labor is left to 
subordinates and nurses. Efficiency means careful work and hard 
thinking. It does not mean laboratory tests and consultations ex- 
cept after mature thought. The vast majority of diseases in chil- 
dren are readily diagnosticated on hearing the history of the case, 
and examining the patient once or twice. But the physician must 
have the habit of always examining the patient, and he must know 
what to look for, hence special training is essential; I would say 
not only special training in a hospital but training by a pediatrist 
in the home. The most successful pediatricians are those who act 
for a time as assistants to other practitioners. 

To training in efficiency we need to add training in economy. At 
every step in a pediatric practice the question of cost must always 
be considered. The people who have children are young people, 
most of them just commencing life’s work. They may have wealthy 
parents but the young people prefer to pay their own way and 
achieve their own success. The expense mounts up with the 
appearance of every child and every illness increases the cost. That 
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pediatrician is negligent of his duty when he does not consider cost 
in all his work. He must acquire a frugal method of thinking 
which is soon recognized by the family. Not for a moment would 
I tolerate the insinuation that pediatric practice should be cheap- 
ened. Whenever necessary to save the child’s life or prevent an- 
other illness the pocketbook must be mercilessly squeezed. At the 
same time expense must be spared whenver it is safe and right to do 
so by the avoidance of expensive tests when simple tests are just 
as efficient ; by prescribing the cheaper drugs when they are as effi- 
cacious as an expensive medicament; by the use of home nursing 
force instead of trained nurses, etc. 

Even the physician must be honest in his charges. No other 
branch of medicine must so rigidly hold to that great rule of medi- 
eine as enunciated in the “Principles of Medical Ethics.” 

Should we not instruct mothers and even train them for effi- 
cient nursing, especially if they have not had any instructions from 
the hospital nurses? These days there is an abundance of textbooks 
available. The Children’s Bureau of Washington will send a guid- 
ing booklet on child care for the asking. 

The physician who does good work in an impersonal clinic or 
hospital will do still better work in the home of the patient where 


his personality is scrutinized and his efficiency is measured. (J. 
Missouri S. M. A., March, 1922.) 


TREATMENT OF PERNICIOUS ANAEMIA WITH VERY SMALL 
QUANTITIES OF PyLoric Mucosa AND VITAMIN B,,. (Brit. M.J., 
50 :838-841, April 10, 1954). Dried pyloric mucosa from pig’s 
stomach given alone exerts a definite antianemic effect, even in 
very small doses, but this effect is slight. However, these same 
doses given in combination with vitamin B,, in quantities that in 
themselves are ineffective when given orally exert a strong anti- 
anemic effect. The author obtained excellent results with a com- 
mercial preparation, Cycloplex MCO, in daily dosage of 0.15 gm. 
of dried pyloric mucosa and 15 mcg. of vitamin B,,. To be on the 
safe side in the routine treatment of pernicious anemia patients, 
a dosage is recommended corresponding to 0.3 gm. of dried pyloric 
mucosa and 30 meg. of vitamin B,, for the initial doses. The 
maintenance dose has yet to be fixed.—J.A.M.A. 
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SIEGEL, M. AND GREENBERG, M.: RIsK oF PARALYTIC AND 
NONPARALYTIC ForMs oF PoLIOMYELITIS TO HOUSEHOLD Con- 
TAcTs. (Journal American Medical Association, 155:429, May 
29, 1954). 

This study on multiple cases of poliomyelitis in households in 
New York City reveals two relationships between the initial type 
of disease in the household and the outcome among household 
contacts. Virst, the probability that more than one case will de- 
velop in a family is greater when the initial case is paralytic than 
when it is nonparalytic and the age span of susceptibility is in- 
creased. Second, the prognosis of the subsequent cases that 
develop in the affected households is worse both for life and for 
paralysis if the initial case is paralytic. The explanation of these 
results is speculative. The practical considerations seem fairly 
clear. First, the clinical type of disease that is first seen in a 
household is of some prognostic significance with respect to the 
occurrence of other cases, their clinical types, and case fatality. 
Second, the need for protection of contacts is greater if the 
initial case is paralytic than if it is nonparalytic. 

AUTHORS’ SUMMARY. 


CLEMENTS, E. M. B.: CHANGES IN THE MEAN STATURE AND 
WEIGHT OF BrITISH CHILDREN OVER THE PAST SEVENTY YEARS. 
(British Medical Journal, 4842 :897, Oct. 24, 1953). 
Anthropometric measurements of children aged from 5 to 13 
years, made between 1880 and 1947, have been standardized and 
examined. The average stature and weight have increased by from 
2.5 to 3.5 inches and from 4 to 11 pounds, respectively, over this 
period, the increases being greatest in the older children. The 
increases found are greater than can be accounted for by system- 
atic and random sampling errors, and indicate that, on the average, 
there has been an acceleration of 18 months’ growth. Thus an 
average 6-year-old child is now of much the same size as one of 
7.5 years in 1880. The rate of increase in mean stature and weight 
is not constant over the years. It begins slowly, and is first evident 
in the lower income group and in the 5 to 7 year old children in 
the upper and middle income groups. The rate of increase was 
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greatest in the inter-war years, when it was shown by all groups. 
The upward trend was interrupted during both the first and second 
world wars. The increase in the mean measurements has been 
greatest in the lower income groups, so that the difference which 
existed in 1880 between the average measurements of children in 
this group and the middle income group no longer exists. The 
differences in stature and weight between average children in the 
upper and lower income groups were 4 inches and 7 pounds in 
the late 19th century and 2 inches and 2 pounds in 1947. 
AUTHOrR’s SUMMARY. 


Lorp, J. M.: Foerar Ascites. (Archives of Disease in Child- 
hood, 28:398, Oct. 1953). 

Foetal and neonatal ascites is usually ascribed in textbooks of 
pediatrics to congenital syphilis. This has in fact become a rare 
cause of the condition. Two cases are reported of ascites associated 
with obstructive lesions of the lower urinary tract. Both patients 
were male, one being 5 weeks old when the diagnosis was made, 
and the second newborn. The diagnosis was suspected in the second 
patient, but unfortunately he died of atelectasis before the ascites 
could be relieved. A study of the literature shows that ascites may 
occur in cases of cirrhosis, foetal peritonitis, agenesis of intra 
abdominal organs and imperforation of the anus. Congenital ob- 
struction of the urethra is the most common cause of foetal and 
neonatal ascites. Two main types occur. In the first there is an 
associated malformation of the anus, and the urinary tract ab- 
normality is gross and the prognosis poor. In the second, and 
apparently commoner type, there is an isolated urethral obstruction 
in the male, and prompt surgical treatment may be effective. 
Success in one such case has been reported. Once suspected, the 
diagnosis is easy to establish, and it is important that this cause of 
foetal ascites should be recognized. AUTHOR’s SUMMARY 


Sipsury, J. B. Stppury, J. B., JR.: INFANTILE CorTICAL 
Hyperostosis. AN INQUIRY INTO THE ETIOLOGY AND PATHO- 
GENESIS. (New England Journal of Medicine, 250:309, Feb. 
25, 1954.). 

Infantile cortical hyperostosis is thought to be the clinical mani- 
festation of an inherited defect of the arterioles supplying the 
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affected areas. The resulting hypoxia causes focal necrosis of the 
over-lying soft tissues and proliferative reaction of the periosteum. 
A genetic factor is postulated because of the occurance of the 
condition in siblings and its association with other congenital 
anomalies. This condition is usually noted during the first 5 months 
of life and is characterized by a triad of fever, irritability and 
swelling over bone. These symptoms might appear in any order. 
The prognosis and course is usually considered to be benign. 
However, there are 4 recorded deaths, 3 due to infection and the 
other of unknown cause. Hormonal therapy (ACTH and corti- 
sone) has been tried in 12 cases and appears to have shortened 
the course of the illness, Micwaec A. Brescia, M.D. 


RENDLE-SHorT, J. AND Havarp, C.: INCARCERATED AND 
STRANGULATED INGUINAL HERNIA IN THE First YEAR OF LIFE. 
Report on 45 Cases. (British Medical Journal, 4863 :680, March 
20, 1954). 

Forty-five cases of incarcerated inguinal hernia under 1 year 
of age have been studied; of these, 44 were in boys, and 42 were 
on the right side. The cases have been divided into 2 groups: 
Group 1, presenting with symptoms of intestinal obstruction, com- 
prised mainly the younger babies, in whom often no hernia had 
been noticed before. There were 29 babies in this group and 18 
per cent of these died. Group 2 consisted mainly of older babies 
in whom an easily reducible hernia had been observed previously, 
but in whom the hernia had suddenly became irreducible ; obstruc- 
tive symptoms were minimal. There were 16 babies in this group 
and no deaths. It has been shown that, in the age group 1 week 
to 3 months, strangulated inguinal hernia is the commonest, al- 
most the only, cause of intestinal obstruction. Owing to the ease 
with which an inguinal hernia can be missed in a baby, it is 
essential that the inguinal region should be carefully examined 
in every infant presenting symptoms of acute intestinal obstruction. 
AuTHors’ SUMMARY. 


Gorpon, H. H.; Luscnenco, L. anp Hrx, I.: OBSERVATIONS 
ON THE ETIOLOGY OF RETROLENTAL Frproprastia. (Bulletin Johns 
Hopkins Hospital, 94:34, Jan. 1954). 

The incidence of residual lesions of retrolental fibroplasia in 
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211 prematurely born infants, weighing less than 1.5 kg. at birth, 
was analyzed in relation to oxygen administration. Restriction of 
oxygen led to a marked drop in incidence over a 2 year period 
in both residual lesions and membranes as compared with a 
previous period of unscrutinized high oxygen therapy. Survival 
rates were not adversely affected by restriction of oxygen. A 
discussion is given of factors other than high oxygen which may 
contribute to the etiology of the disease. AUTHORS’ SUMMARY. 


ANDERSON, G. W. AND RonpbeAu, J. L.: ABSENCE oF TONSILS 
AS A FACTOR IN THE DEVELOPMENT OF BULBAR POLIOMYELITIS. 
(Journal American Medical Association, 155 :1123, July 24, 1954). 

It has been found that persons with the bulbar type of polio- 
myelitis give a history of removal of the tonsils more frequently 
than do persons with other forms of poliomyelitis and that, if clini- 
cally recognizable poliomyelitis develops in a person who has had 
his tonsils removed, the likelihood of bulbar involvement is four 
times as great. This higher proportion occurs at all ages regard- 
less of the time that has elapsed since operation. It is possible 
that the excess of bulbar involvement in persons who have had 
tonsillectomy is due to direct invasion along fibers of the 9th and 
10th cranial nerves. No evidence was found as to the effect of 
tonsillectomy in altering susceptibility to clinically recognizable 
poliomyelitis. A, Brescia, M.D. 


ALLEN, F. H., JR. AND D1AmMonp, L. K.: PREVENTION oF KER- 
NICTERUS. MANAGEMENT OF ERYTHROBLASTOSIS FETALIS ACCoRD- 
ING TO CURRENT KNOWLEDGE. (Journal American Medical Asso- 
ciation, 155:1209, July 31, 1954). 

A large experience with erythroblastosis fetalis makes several 
points clear. 1. Kernicterus is the only important cause of death 
and crippling after the first day of life. 2. Kernicterus is pre- 
ventable by exchange transfusion that may be repeated if necessary 
to keep the bilirubin level from rising above 20 mg. per 100 ml. 
3. Blood factors other than the Rh are important cause of erythro- 
blastosis fetalis and kernicterus. These must be recognized, espe- 
cially in the babies of Rh positive women, and prompt treatment 
must be given when indicated. 4. No prenatal treatment, to date, in- 
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cluding the administration of steroid hormones, has been proved 
effective. AvuTHORS’ SUMMARY. 


Foey, J. C.; Dreyer, N. B.; Sour, A. B., JR. AND WOLL, E.: 
KEROSENE POISONING IN YOUNG CHILDREN. (Radiology, 62 :817, 
June 1954). 

Kerosene poisoning is a relatively common accident occurring 
in children between the ages of 8 months and 2 years, especially 
in areas where kerosene is used for cooking and other household 
purposes. The major effect, apparently produced by aspiration 
either of kerosene itself or of gastric contents during vomiting or 
gastric lavage, consists of a rapidly developing bronchopneumonia 
with “asphyxial membranes” which, when sufficiently marked, may 
lead to respiratory failure and death. Depression of the higher 
cerebral centers may occur from absorption of toxic fractions of 
kerosene or of impurities within it, probably from the stomach and 
intestinal tract. If pneumonia develops, it is usually bilateral and 
may be widely disseminated ; it reaches its peak within 2 to 8 hours 
following exposure, with gradual regression after this time. Due 
to the highly toxic effects of even small quantities of kerosene 
introduced intratracheally, it seems apparent that in most cases 
gastric lavage should not be done at all or, if done, should be per- 
formed only after introduction of an intratracheal tube with bal- 
loon inflated. The public should be educated regarding the grave 
dangers to young children from drinking or aspirating kerosene. 

AUTHORS’ SUMMARY. 


Spain, D. M.; Brapess, V. A. AND GREENBLATT, I. J.: Pos- 
SIBLE ACTOR IN SUDDEN AND UNEXPECTED DEATH IN- 
FANCY. (Journal American Medical Association, 156 :246, Sept. 18, 
1954). 

In three infants who died suddenly and unexpectedly, post- 
mortem serum gamma globulin determinations were made and 
found to be exceptionally low. Postmortem determinations in two 


control infants of the same age group showed normal gamma 
globulin levels. It is suggested that a lowered antibody level or 
gamma globulin level or both may be an important factor in many 
of these sudden and unexpected deaths occurring during infancy. 
AuTHors’ SUMMARY. 
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new 3 year study’ shows 
“beneficial effect” of 


DESITIN 


OINTMENT 


the pioneer external cod liver oil therapy 


in extensive dermatitis, diaper 
rash, severe intertrigo, 
chafing, irritation (due to 
diarrhea, urine, soaked diapers, etc.) 


Desitin Ointment is a 
non-irritant, non-sensitizing 
DESITIN OINTMENT achieved ‘signifi- biend of high grade, crude 
cant amelioration” or practica)/y Norwegian cod liver oil (with 
its high potency vitamins A and 
normal skin in 96% % of infants D, to benefit local metabolism,! 
and children suffering intense and unsaturated fatty acids in 
edema, excoriation, blistering, proper ratio for maximum 
. ‘ f efficacy), zinc oxide, talcum, 
maceration, fissuring, et. of con- petrolatum, and lanolin. Does 
tact dermatitis. This and other re- not liquefy at body temperature 
cent studies recommend Desitin 
Ointment as “safe, harmless, sooth- 
ing, relatively antibacterial”’...... 


and is not decomposed or 
washed away by secretions, 
protective, drying and healing.’* 


exudate, urine or excrements. 
Dressings easily applied and 
painlessly removed. Tubes of 
1 oz., 2 oz., 4 oz.; 1 Ib. jars. 


samples and reprint! available from 1. Grayzel, Helmer, and Grayzel, New 


2. Heine, 8 and Kramer, Archives 
DESITIN CHEMICAL COMPANY 3. Behrman, H. T., Combes Bobrott, A, and Leviticus, 


R.: ind. Med. & Surgergy. 1949, 
70 Ship Street e Providence 2, R. |. 4. Turell, R: New York St. 1. M, 50:2282, 1950. 
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the newest dosage form of the 


newest basic broad-spectrum antibiotic 


brand of tetracycline 


PEDIATRIC DROPS 


(BANANA FLAVORED) 


Now infants and young children can receive the basic benefits of TETRACYN with the basic ease of 
pediatric drop administration. rETRACYN is well tolerated in all its dosage forms. 
“Clinically, tetracycline was tried on 25 infants and children (ages 6 weeks to 8 years) with 
a variety of microbial infections, including pneumonia, upper respiratory infections, conjunctivitis, 
gastroenteritis, diarrhea, and gangrenous appendicitis. Twenty-three of them were definitely im- 
proved with restoration of normal temperature in one to three days.”* 
SuPPLIED: Tetracyn Pediatric Drops (banana flavored} 1.0 Gm. in 10 cc. bottle, 100 mg. tetracycline 
(amphoteric) per cc., with special dropper calibrated at 25 mg. and 50 mg. 
ALSO AVAMABLE: Tetracyn Tablets (hydrochloride) (sugar coated) 250 mg., 100 mg. and 50 mg. 
Tetracyn Oral Suspension (chocolate flavored) Bottles of 1.5 Gm. 
Tetracyn Intravenous (hydrochloride) Vials of 250 mg. and 500 mg. 
Tetracyn Ointment (hydrochloride) (topical) 30 mg./gram, in. oz. and | oz, tubes 
Tetracyn Ophthaimic Ointment (hydrochloride) 5 mg./gram, in Ys oz. tubes 
*Lawiler, BE. G. et al.: Clin. Med, 61:207 (March) 1954. 
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